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1 Glossary and Abbreviations

Abbreviation Definition

AE Adverse Event

ALL All Subjects Population

BCC Basal Cell Carcinoma

Cl Confidence Interval

CRF Case Record Form

CTCL Cutaneous T-cell lymphoma

DLT Dose Limiting Toxicity

DLTP Dose Limiting Toxicity population
DMC Data Monitoring Committe

DOX Doxorubicin

D-MNA Doxorubicin microneedl€e

EFF Efficacy populatig

ICH International Co¥ rmonisation
LSR Local skigyred@ion

MedDRA Medi@ Dictionaffor Regulatory Activities
MNA array

MTD rated Dose

NRS ating Scale

PT rred Term

SAE erious Adverse Events

SAF, afety Population

TE Treatment Emergent Adverse Event
TL Tables and Listings
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2 Introduction

This study is a Phase | study designed as an open-label dose escalation trial of D-MNA in subjects
with BCC (subtype: superficial or nodular). The goal of the dose escalation is to determine the
maximum tolerated dose (MTD) and assess lesion responses in the different dose groups to
inform a decision on the doses to be tested in a subsequent Phase Il study.

The statistical methods to be implemented during the analyses of data col &d with cope
of this study will be outlined in this document. The purpose of this plan ide specific
guidelines from which the statistical analysis will proceed. Any dewi s fr@ this plan will be

documented in the clinical study report.

3 Study Rationale, Background and Objectives

3.1 Study Rationale

This is a Phase | study in subjects with superfici
to assess dose limiting toxicities (DLTs)

including but not limited to:

acute lymphoblastic leuke
novel delivery system in
allow subepiderma jver ubicin directly to the lesion at concentrations that are far

below standard syst&gaic hereby reducing the adverse events associated with systemic

delivery.

pf this investigation is to establish the highest safe and tolerable dose of
D-MNA, one application administered weekly, three times over a two- week
, 25 pg, 50 pg, 100 ug, and 200 pg DOX dose groups in subjects with BCC.

Safety, efficacy and tolerability of the different doses will be evaluated, and additionally,
guantification of the DOX delivered to the BCC lesion and DOX remaining in the MNA after use
will be performed.
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We hypothesize that treatment with D-MNA will result in tumor destruction and the induction of
potent, immunogenic anti-tumor responses. Because MNAs enable this agent to be delivered at
very low doses to a confined tumor microenvironment we expect only minimal, if any, systemic
drug toxicity; thus, facilitating optimal local dose levels and durable clinical responses.

3.2 Background

the
US!. Despite its relatively low mortality rate, BCC is responsible for appro (€ D00 deaths

BCC is the most common skin cancer, with more than 4-million cases diag

annually?, and, along with SCC, results in $4.8 billion/year in healtRc pe
development of a successful chemo-immunotherapy for the

alternative, non-invasive treatment of this disease, particula dividua® for whom surgical
resection is contra-indicated or is done with elevated ris ction of a safe, locally-
administered, effective non-surgical treatment has t tidhto reduce morbidity, mortality,

and healthcare expenditures.

Early clinical data demonstrates the potentia icacy oof D-MNA in treatment of mycosis

el oma (CTCL). An early clinical study is
Al at University of Pittsburgh (IND #1224482%).
he safety of escalating, low doses (25-200 pg)

currently being conducted by Professs
The primary objective of the stydyY&ito e
ing a MNA system. Secondary objectives include

and pHarmacodynamics of DOX when delivered using the D-
al, locoregional, and distant responses, biologic responses,

were obsefved at the 25-ug dose, and the original cohort, plus a new three-subject cohort were
escalated to the 50-ug dose. DLT, a cutaneous reaction, was observed in one subject at the 50-
pg dose and the cohort was expanded to two additional subjects, with no additional DLT
reported. One subject in the 50-ug cohort exhibited a complete resolution of mycosis fungoides

in response to D-MNA?®.
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SkinJect’s trial uses a 3+3 design, enrolling five dosing cohorts, namely, placebo MNAs, 25 ug D-
MNA, 50 ug D-MNA, 100 pg D-MNA, and a 200 pug D-MNA.
3.3 Data Monitoring Committee (DMC)

A DMC has been chartered for this study. Membership in this committee includes qualified
sor’s medical

physicians who are dermatologists with expertise in treating skin cancer and s
monitor, as well as individuals with DMC expertise. The DMC will review
end of each cohort during the dose escalation phase of the study. After th tment
(i.e., Day 21) visit for the last subject in the trial has occurred, the D
for all of the subjects for DLTs and determine when a MTD has b
review as well as recommended dose selection for future

DMC.

4 Study Objectives

4.1 Primary Objective C

The primary objective is to establish the highest safe and 'Eolerable dose of single applications of
D-MNA, one application administered weekly, three times over a two-week period (Time 0, Week
1 and Week 2 timepoints), in placebo, 25 ug, 50 pg, 100 pug and 200 yug DOX dose groups in
subjects with BCC.

»

4.2 Secondary and Exglarat bjectives

Secondary objectiv

the different D-MNA dose groups.
Exploratory objectives are:

o To quantify the approximate amount of DOX released after application of the MNA;
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e To evaluate by photographic assessment, the efficacy of single applications of D-
MNA, one application administered weekly, three times over a two-week period, in
subjects with BCC.

5 Study Design

5.1 Overall Study Design

This is a Phase | open-label dose-escalation trial to evaluate DLT, MTD, sa to ity of
MNAs containing DOX in subjects with BCC.

One study site in the US will enroll all subjects in the study. \
5.2 Dose Justification

The current dosing regimen is partly based on ani

ompletes his or her treatment course in any given dosing cohort, the BCC lesion

C cells will be removed regardless of the dose group to which the subjects were
assigned.
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5.3 Subjects

Qualified subjects are men and women with BCC (superficial or nodular sub-type) age 18 or older
and in general good health. Fifteen subjects (three in each of the five dose groups) are planned.
Up to 15 additional subjects may be recruited in case of emergence of DLTs.

5.4 Study Design Summary

One study site in the United States is participating in this clinical trial. The ing ucted
by qualified dermatologists (or other sub-specialty physicians with eguivale tions).

or M cofitaining placebo.
The D-MNA or P-MNA is applied to the BCC lesion and se skin with a bandage. The
D-MNA and P-MNA are removed from the skin after 30 min . bject will receive three
(3) weekly applications of the D-MNA unless a DL ing or postponement of an
application.

peuti

The investigational product is chemotherg ent POX (25 pg, 50 pg, 100 pg, or 200 pg)

S m, MNA or placebo delivered to specific

delivered to specific skin strata by a ngff€
skin strata by MNA.

Individual subject participafd@n is ex ed to be approximately up to 11 weeks (4 weeks

screening + 7 weeks fronathe reatment to the final follow up visit).

6 Determinatio

The study wil g al 3+3 dose escalation design with 4 dose groups plus placebo to define a
MTD by eval@iati Sias described in Section 1.2 of the study protocol. Based on this design, between
15an ill € required to be evaluable for the primary DLT endpoint.

7 ion

Study treatment is not randomized and the study design is open-label dose escalation.

While safety evaluation is the primary objective in this Phase | study, preliminary efficacy evaluations
will also be conducted. The P-MNA is not a matching placebo to the active investigational product.
However, a process to blind the central reader who will assess the clinical response to study treatment
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will be detailed in the Central Reader Manual. The steps to minimize bias in evaluation of visual and
histologic responses include:

e All pre- and post-treatment biopsies will be centrally read after the end of study excision biopsy
is performed in the last study subject;

e Each set of slides/digital images will be randomly assigned a second unique identifier before
they are sent to the central reader for assessment;

e The central reader will not have access to the subject identification inforgaation or tregfment
assignment associated with each set of slides/digital images, i.e., the cen r wilfot have
access to the key linking the subject identification number with thgsecon e 1dentifier.

8 Analysis Populations

Three subject populations will be defined for this study.

e DLTP evaluable population (DLT): All subj
21 visit (End of Treatment) without ex

the study through the Day-
T or subjects who experience a DLT

regardless of discontinuation. Subjects Iscontinue the study prior to Visit 4

without experiencing a DLT will evaluable for the primary DLT

endpoint;

d s¥bjects who receive at least one treatment. The

| safety analyses and summaries;

9.1 General Considerations

The statistical analyses will be reported using summary tables and listings (TLs). Numbering for
TLs will be based on the recommended numbering convention provided by the International
Council for Harmonisation (ICH). All summary tables will be presented by treatment group.
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Select baseline tables may also include a total column summary. Tables and listings will be
presented in PDF format.

Continuous (quantitative) variable summaries will include the number of subjects (n) with non-
missing values, mean, standard deviation (SD), median, minimum and maximum. Categorical
(qualitative) variables will be summarized by frequencies and percentages, of subjects in

the total number of subjects in the study population for the treatment g
data for the variable of interest.

be reported to one degree of precision more than the o
(standard deviation) will be reported to two degrees

Percentages will be presented to one decim
done on unscheduled visits will not be summa

No hypothesis testing is planned, so

n listings and will be sorted by subject. CDISC-compliant
so be provided to the sponsor.

ith this plan, consistency with tables, and consistency between tables and
corresponding data listings.
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9.2 Baseline Values

Unless otherwise noted, baseline is defined as the last non-missing value recorded prior to the
administration of the first study treatment. When applicable, unscheduled visits will be used in
the determination of baseline values.

9.3 Maximum Tolerated Dose (MTD)

The MTD is defined as the highest dose with a DLT rate below 33%.

9.4 Handling of Missing Data

Missing clinical response data at Visit 4 (21 days) will be imput m the ica8l response based

on biopsy results of standard of care excision at the time ation, when available.

In general, with the exception of the clinical respo isit 4, missing values are not

considered for percentage calculations, unless ed O n these cases, footnotes will

specify the percentage denominator definitio

10 Background Characteristics

10.1 Subject Disposition

Study completion and reasog@for discoMiiauation for all subjects in the study will be summarized

for each treatment gro tinuations by reason will be tabulated for each treatment

group. All subjects and st tion status will be presented in a listing.

Characteristics

iables (e.g., age, height, weight) will be summarized by descriptive
ent group. Qualitative demographic characteristics (e.g., gender, race,

10.3 Prior and Concomitant Medications

All medications taken during the course of the study with a start date or an end date on or after
the date of the first study treatment administration or marked as ongoing will be considered
concomitant. Medications stopped prior to the date of the first study treatment administration
will be considered prior medications.
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If start and/or end dates for medications are missing, the dates will be imputed as described
below.

Imputing partial or missing start dates:

e If the year is unknown, the start date will not be imputed. The data will remain missing.
e [fthe month is unknown, and the year is the same as the first treatment

and the corresponding stop date is not prior to the first treatment
impute the month and day of the date to be equal to the first
Otherwise, impute the month as January.

e |[fthe day is unknown and the month and year are the s
the study, and the corresponding stop date is not pri e first
study, then impute the day to be equal to the d
impute the day as ‘01’.

Imputing partial or missing end dates:

e |[f the year is unknown, the end da
e |[f the month is unknown, imp

e |[f the day is unknown, imp e the last day of the month.

If an imputed stop d is the last medication date or study

completion/discontinuatj the stldy, then the imputed stop date will be set equal to

tes t medication date or completion/discontinuation date).

bjects using each concomitant medication will be summarized
ing to the World Health Organization Drug Dictionary (WHODRUG)

10.4 Medical History

Medical history (past and ongoing medical iliness) will be coded using the Medical Dictionary for
Regulatory Activities (MedDRA, Version 22.0) coding dictionary. Medical history is defined as any
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illness documented at the screening visit that the subject may have had prior to first application
of the study treatment.

Prior (conditions ending prior to the first application of the study treatment) and ongoing
(conditions present while receiving study treatment) medical conditions will be summarized by
presenting for each group the number and percentage of subjects having any gondition. Prior
and ongoing conditions will be presented in separate Medical History tables.

Subject data listing of all medical history will also be presented.

11 Study Treatment

A summary table will be provided detailing counts of subjegts and ensation of investigational
product as well as dose levels and treatment exposure.

12 Primary and Secondary Endpoint Analysis

12.1 Primary Endpoint Analysis: Assessment

The primary efficacy endpoint is the 388
Appendix 1 of the Protocol using t
according to Common Terming,

another cause All DLTs wilibe supm py dose group, including placebo. A subject-level
listing of DLT assessmenigwill e presented.

12.2 SecondaryE sis

12.2.1 Lesio

The pr, cts achieving a histological complete response (CR) at Visit 4 (21 days) will
be s he associated 95% exact lower, 1-sided confidence interval (Cl) for each

ding placebo. Lesion Response results will also be presented in a subject-level
listing.

12.2.2 Additional Endpoints

The following endpoints will be summarized by dose group using descriptive statistics at each
study visit:
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e Evidence of BCC at the treatment site pre and post MNA application by dermatoscopic
inspection of the treatment site

e Local tolerance of the MNA on the skin as measured by the LSR grading scale

® Pain assessment using an 11-point numerical rating scale (NRS).

13 Safety Analysis

provided.

Wound healing at the surgical standard of care eyisi i assessed during the suture
removal visit according to standard of care an i ubject-level listing.

Safety endpoints will include skin evalu ratory tests, urinalysis, physical
examination, vital signs, ECG and advefgg Descriptive statistics will be used to

summarize safety endpoints overa

13.1 Adverse Events

Adverse events (AEs) will ec d throughout the study and at early discontinuation. AEs

and medical condi coded using the Medical Dictionary for Regulatory Activities
(MedDRA) (Vessi nd summarized by dose group. Summaries by the number of subjects
mber of AEs reported will be presented. A by-subject AE listing

, PT, dose group, severity and relationship to study n will be provided.

further be categorized by severity and relationship to study medication.
events will also be summarized. Other information collected will be listed, as

Treatment-emergent adverse events (TEAEs) will be defined as any event not present prior to the
initiation of treatment or any event already present that worsens in either intensity or frequency
following exposure to treatment. TEAEs will be summarized by dose group, presenting the
number and percentage of subjects having any treatment-emergent AE, having an AE in each
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body system and having an individual AE. (Note: In any given category [e.g., body system], a
subject will only be counted once.)

13.2 Laboratory Data

The summary statistics of raw data (hematology, chemistry and applicable urinalysis) and change
from baseline values (means, medians, standard deviations, min, and max) will resented. For
urinalysis parameters that are categorical, the number and percentage of subject
each category of the test will be presented. Clinical laboratory tests to be ed

Category Parameters

Hematology hemoglobin, hematocrit, Wiatelets, white blood cell (WBC)

Chemistry ogen (BUN), creatinine, glucose,

alkaline phosphatase (ALP), albumin,
ilirubin, potassium, calcium, phosphate,

Urinalysis ac opic, microscopic, specific gravity, pH, protein,
glucose, ketones, hemoglobin.
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Measurement

Heart Rate

Diastolic Blood Pressure
Systolic Blood Pressure
Respiratory Rate

Body Temperature

14 Exploratory Analyses

Quantification of the DOX remaining in the used M marized by dose group using

descriptive statistics. Additional exploratory a sesm e defined at a later date.

15 Interim Summaries and Data Monj

There is no planned statistical out@ut f iew.

O

Confidential Page 18 of 22



SkinJect, Inc. Protocol SKNJCT-001
Statistical Analysis Plan 03May2021

16 References

1.

Cancer Facts and Figures 2018. American Cancer Society.
https://www.cancer.org/content/dam/cancer-org/research/cancer-facts-and-
statistics/annual-cancer-facts-and-figures/2018/cancer-facts-and-figures-2018.pdf.
Accessed May 15, 2018.

Gould A, Missailidis S. Targeting the hedgehog pathway: the development o lopamine
and the development of anti-cancer drugs targeting the hedgehog pa i ed
Chem. 2011;11(3):200-13.

Guy GP, Machlin SR, Ekwueme DU, Yabroff KR. Prevalence a
treatment in the U.S., 2002-2006 and 2007-2011. AmJ Pr

Clinicaltrials.gov. (2018). Micro Needle Array-Doxoru
Cutaneous T-cell Lymphoma (CTCL) - Full Text Vie

Confidential Page 19 of 22


https://www.cancer.org/content/dam/cancer-org/research/cancer-facts-and-statistics/annual-cancer-facts-and-figures/2018/cancer-facts-and-figures-2018.pdf
https://www.cancer.org/content/dam/cancer-org/research/cancer-facts-and-statistics/annual-cancer-facts-and-figures/2018/cancer-facts-and-figures-2018.pdf
http://clinicaltrials.gov/ct2/show/NCT02192021?term=doxorubicin+dermal&draw=2&rank=1
http://clinicaltrials.gov/ct2/show/NCT02192021?term=doxorubicin+dermal&draw=2&rank=1

SkinJect, Inc.

Statistical Analysis Plan

Protocol SKNJCT-001
03May2021

17 Planned Tables and Listings

17.1 Planned Tables

14.2.2.4.1

Table Number Table Title
14.1.1 Subject Disposition (ALL)
14.1.2 Demographics and Baseline Characteristics (ALL)
14.1.3.1 Prior Medication (ALL)
14.1.3.2 Concomitant Medication (ALL)
14.1.4.1 Medical History at Baseline (ALL)
14.1.4.2 Ongoing Medical History (ALL)
14.1.4.3 Summary of Study Procedure Administration (Adl)
14.2.1.1 Primary Endpoint Summary: DLT through Vi (ERP)
14.2.1.2 1 days)NALL)
14.2.1.3 ays) (DLTP)
on Clinical Response

14.2.2.11 Assessment at Visit 4 (21 days) (

Secondary Endpoint Summag nSe Based on Clinical Response
14.2.2.1.2 ..

Assessment at Visit 4 (21 ¢

Secondary Endpoint Summa esponse Based on Clinical Response
14.2.2.1.3 -

Assessment at Visi
14.2.2.2.1 Secondary Endpdfili dence of BCC by Dermatoscopic Inspection (EFF)
14.2.2.2.2 Secondary E i Evidence of BCC by Dermatoscopic Inspection (ALL)
14.2.2.2.3 : Evidence of BCC by Dermatoscopic Inspection (DLTP)
142231 : Local Tolerance of the MNA as Measured by the LSR
14.2.2.3.2 : Local Tolerance of the MNA as Measured by the LSR

: Pain Assessment from 11-Point NRS (EFF)

: Pain Assessment from 11-Point NRS (SAF)

: Pain Assessment from 11-Point NRS (DLTP)

verall Adverse Event Summary (SAF)

Adverse Events by System Organ Class and Preferred Term (SAF)

Adverse Events by System Organ Class, Preferred Term, Severity (SAF)

Adverse Events by System Organ Class, Preferred Term, Relationship to Study
Treatment (SAF)

Subroup Analysis: Adverse Events Related to Treatment by System Organ Class and

14.3.14.1 Preferred Term (SAF)
Subroup Analysis: Grade llI/1V Adverse Events by System Organ Class and Preferred
14.3.1.4.2
Term (SAF)
14.3.1.5.1 Serious Adverse Events by System Organ Class and Preferred Term (SAF)
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14.3.1.5.2 Adverse Events Related to Treatment by System Organ Class and Preferred Term (SAF)
14.3.1.5.3 Treatment-emergent Adverse Events by System Organ Class and Preferred Term (SAF)
14.3.1.5.4 Grade Ill/IV Adverse Events by System Organ Class and Preferred Term (SAF)
14.3.4.1 Chemistry Laboratory Summary -- Actual Value and Change from Baseline (SAF)
14.3.4.2 Hematology Laboratory Summary - Actual Value and Change from Baseline (SAF)
Urinalysis Summary (Continuous Variables) - Actual Value and Change from Baseline
14.3.4.3
(SAF)
14.3.4.4 Urinalysis Summary (Categorical Variables — SAF)
14.3.4.5 Summary of Abnormal Laboratory Values (SAF)
14.3.5 Vital Signs Summary - Actual Value and Change from Bas
14.3.6 Summary of ECG - Actual Value and Change from @aseline

O

\
3

S
©
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Listing Number | Listing Title
16.2.1 Subject Disposition
16.2.2 Protocol Deviations
16.2.4.1 Demographics
16.2.4.2 Medical History
16.2.4.3 Prior and Concomitant Medications V
16.2.5.1 Study Drug and MNA Administration
16.2.5.2 Local Skin Response (LSR) of MNA
16.2.5.3 Dermatoscopic Evaluation of Lesion
16.2.5.4 Photography of Lesion Site
16.2.5.5 Shave Biopsy of the BCC Lesion
16.2.5.6 Excision of BCC Lesion/Treatment Site
16.2.5.7 Clinical Response Assessment
16.2.5.8 Concurrent Procedures
16.2.6.1 Adverse Events
16.2.6.2 Treatment-emergent Adverse@
16.2.6.3 Treatment-related
16.2.6.4
16.2.6.5
16.2.7 Suture
16.2.8.1
16.2.8.2 Ch oratory Parameters
16.2.8.3 i tory Parameters
ncy Test
ital Signs
hysical Examination
Pain Assessment Scale
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